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Action Requested

Review the following study;
Dermal absorption of 1C-imazalil in male rats after topical application of its
Fungaflor 500 EC formulation, .L::van Beijstesveldt, L.V. Leemput & J. Heykents,
Janssen Research Foundation, R23379/FK1326, Feb 1, 1993

Core Classificatjon Acceptable

‘Conclusions

1C-imazalil in male rats at doses of 0.004, 0.04, 0.4 and 4.0 mg/cm2, exposure
durations of 0.5, 1, 2, 4, 10 and 24 hours. Blood concentrations increased with
time in a dose/duration related pattern. Percent absorption, at 24 hours, 47.93,
39.39. 20.92 and 29.23 respectively. Percent -skin residue, at 24 hours, 18.3,

10.4, 5.14 and 4.51 respectively. . ?
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Conclusions

1C—1maza111 in male rats at doses of 0.004, 0.04, 0.4 and 4. 0
mg/cmz, exposure durations of 0.5, 1, 2, 4, 10 and 24 hours.
‘Blood concentrations increased with time in a dose/duration
related pattern. Percent absorption, at 24 hours, 47.93, .
- 39.39. 20.92 and 29.23 respectively. Percent skin residue, at

- 24 hours, 18.3, 10.4, 5.14 and 4.51 respectively. -

Materials - S - .

14c—1i3e1ed imazalil base
C-R23979 -
Batch # 886
specific activity 2.05 GBq/mmole or 6.9 MBg/mg
(554. mCi/mmole or 186 uCi/mg)
-radiochemical pur1ty 99.9%

Unlabeled imazalil
' R239679
Lot # V890- 275

Blank formulatlon .
Young adult male Wistar rats
From Janssen Animal Breeding Center
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Experimental Design

Four animals per dose/durat1on of exposure were dosed at
0.004, 0.04, 0.4 and 4 mg/kg for durations of 0.5, 1, 2, 4, 10 - .

and 24 hours. :
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3Dasing‘fo:mu1ations

D051ng formulatlons were p:epa:ed by appropriate mixture
of cold and léc- labeled imazalil in ethanol solution. Ethanol
was removed under n1trogen. The residue was dissolved in
. formulation blank and in orde: of decreasing dose was diluted
-.zero, 10, 100 or 1000 times in de- 1on1zed water. )

Dose application<

: "Approximately 24 h before dosing, rats were anaesthetised
"with diethylether. An area of the dorso-lumbar skin
. (approximately 10 cm X 7.5 cm) of each animal was clipped
carefully free of hair with electrical veterinary clippers
. without abrading the skin. The. clipped area was washed with
-acetone. As a protective cover, a brown glass spacer with a
perforated screw cap to allow air circulation, was used. the
protective cover (prepared from a storage bottle) was glued
to the shaved rat skin in the middle of the back with
cyanoacrylate adhesive (Perma Bond_, Eastleigh, Hampshire
U.K.). The enclosed area was 12 cm2,"

. "Rats were weighed and dosed; 100ul formulation was .
applied with a positive displacement pipette and spread evenly
over the skin inside the protective.cover with the tip of the
pipette. The radiocactivity remaining on the outs1de of the"

tip was rinsed w1th 1 ml methanol.™ :

Rats were housed 1nd1v1dually in stainless steel cages
provided with a system for the seperate collection of urine
and feces for the entire duration of the exposure period.

The end of the exposure period, individual rats were
anesthetised with diethylether and 3ml of blood collected
from the orbital plexus. The protective device was removed
and the application site washed with soap and water and
rinsed with water. After washing the application.site skin
was removed. The follow1ng individual samples were analyzed
for radioactivity;

P

Skin-wash, 1nc1ud1nq protective device wash
Skin of aplication 51te

Blood e
Carcass . ’
Urine
Feces
Cage Wash

rResu]ts ﬂ . . : ig
Table 1 and Figure 5 (from the report) present blood
concentration with dose and time data. Table 2 presents mean

perceat dose distribution with dcse and time.
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Blood concentration increases with increasing dose but
the pattern with time changes with dose. At doses of 0.004 and
0.04 mg/cm2 blood_ the concentration peak is observed at 1-2
hours and then declines .with further exposure. At 0.4 mg/cm2
the peak concentration is observed at l, 2 and -4 hours and then
declines. At 4 mg/cm?2 the peak concentration is not observed
until 10 hours exposure and is maintained at 24 hours. To a
certain extent the percent of dose (and subsiquently the
concentration) in the carcass follows a similar pattern.
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Page is not included in this copy.

Pages 5;' through 7 are not included:

The material not included contains the following type of
information: ' -

___ Identity of product inert ingredients.

Identity Qf product impurities.

— Description of the product manufacturing process.
e Descriptién of quality control procedures.

— Identity of the source of product ingredients.
— Sales or other commercial/financial information.
A draft product label. .

— The product confidential stétement of formula.
— Information about a pending registration action.

__;g;FIFRA registration data.

The document is a duplicate of page(s)

The document is not responsive to thé'request.

The information not included is generally considered confidential
by product registrants. If you have any questions, Please contact
the individual who prepared the response to your request.




